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[at** i ] @e^J## : i -c-afr * T - y ^ n— 1 1 < w »= 

[Iff** 2 ] @B?iJ#-^ : l -e^fr £ 7 5 j wsm* 

ist** 3 ] if** i mme> 9 w< r*- vt tutzo&o 

[»** 4 ] i mm.<D 9>s*9%itz am^M 3 tem<o^^ k * 

[if** 6 ] w&m^- : 2 -c^*> $ *i&ati£Ey!ii&» * a # U * * v**- 

[If** 7] |f**5fB«c<7)*'V 9. 9 \>*T K^tt2.aft£^^^-o 

[»** 8] mim7f&m<om&^9 9 - ^M%m&zfrtzMnmmteo 

[ft** 9 ] If** 8 IBm«fl$K&#&*&* U If** 1 Um<V 9>^9W 

1 1- * at** i tamo * > >< * * *> t < j±at** 3 sa«o«^ -/f - k * 7t 

[»**i o) ff**iiam^^ ^^jr% L<{i»**3fs«<75^^7*^ 

[if**i i] if**5iamo*°v^^v^^K*^t-rft*iM^o 
[fflf**i 2] iff^sfem^* 0 ';^^^^^^^^^^^^^^ 

[If** 1 3 ] If** 1 tm<D 9 & t < (iffi** 3 IBfcOS&^T^ 

K * it ti * ©I £ ** 1" S #t#o 

[If** 1 4 ] If** 1 mm<0 9 >s*9% i) L < JiSf ** 3 ffi«cog|5^^^ 
K*^{±-eo^^fflv>^, £ t zmmti-z, Iff** lfBitf>* >'*9Mi> L < \t 

if** 3 timv^ft^ -ff- k t tt * tflBa * «i a***" * * 

[Iff** 1 5 ] Iff** 1 IE*© 9 y^9 ft 4 L < iifff** 3 |B«0^^7'f- 
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#02 003-064197 
K4 1z\±*<0&*&* IS** 1 IB»<^ * W » 1 1 < tilt** 3 12 

t 0 -^ k t fc ii * <o&<om&*w& t tz (4 h \\&m *tz\$z<r>& 
i e ] iff** 1 4ia*o^ * v £t4iff** 1 5ismo 

Iff** 3 SB*«5«P53-^^ K* fci±*<r>&V>%i&*fe&Z fcttH#1-*flS*** 
fc»4-£tf)i&o 

[it**i 7i. i»**i 6BB«oft'fi*4fctt'e-«>****^**»«» 

[fff**l 8] Iff** 4 IS©?)* 1 ;;** l/**-K*JBv**£fc*W*fc'*"&- 

i femo^ y^?%mtt<»mL**sm* tzitm.m-rut^mttz^<o 

[f*519] fjf**4iflm?>*°V*^ I/*f Kt«*lt4«, »**lffi 

lit** 2 o ] it** i s tm<vx rwtet tz aw** 1 9 aa«o 

h«:fflv»-c»fe*t*, ff**iiamo^ 
s&mfcteii * tz « Ba*-r & t tz {4 * o&o 

[lff**2 1] |t*«2 0»««>ft^W4fc»4*^****^**®*<» 

[ft** 2 2 ] Iff** 1 3 fB*0«b#***r L"C&-2> ^Wr£o 

[Iff** 2 3 ] Iff** 1 3 Btt©Jfc#*:^& LT & * E£. 

[fff**2 4] W**l 3W»©tt#*fflv»*Ci:4:4#«i:'r*W*SllB« 

[Iff** 2 5] Iff** 2 4fi«Oje«*tt*fflv»*it*»«fci"*«*«l 
[lff**2 6] !ff**l 3B«0«#*fflv»*£i:«r«F»4:i-*» W**1IB 

^&o 

[fff**2 7] W**l 3W*©tttf***ffL-C»** is**ife*w>*>^ 
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[m&g 2 8 ] if *a 2 6 nmv >nm * tz mmm 2 7 1 zww 

[»*3g3 0] ttMtt^M^I^ • »*5M-C**W*?H1 0- 1 ^ 1 7 - 
2 1, 2 3ifcli2 9 BB«OE* 0 

im$&l 3 1 1 »««ffi««)|Wf*-C* * 12, 2 2 4 tz it 2 5 |B« 

[0 0 0 1] 

[0002] 

7)W^4-?-ffi (Alzheimer' s disease) \±m#T<8EM&&X- 0TOllB*O5fe 
d >fl^*tt fc*r*/.N&** b v^J6»»feiF*#5mU Hit* 
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^-v? : 4/ 



Xa (AR-JP) 03dBa»teT'i:L"CParkin#nje*!h. (Nature, 392%, 605-608 

JC, 1998^) , *>/t*JHMM*fcl*#** a tf*^*y#-*^** £fc# * 
&ZtiX^Z> (Nat. Genet, 25%, 302-305X, 2000^) 0 * h KP*u*inO*R 
t LTPael (Parkin associated endothel in receptor-like) ^:#fttf s |sl5e$ *t 

mmnm\zmz> zttm^tmr^z (ceii, 105%, 891-9021*, 2001^) 0 

h LTUSS £ ± ^ > 

SlreKO^^i ^ 75 K©E&j&*±#W"&£fc (Biochem. Bio 

physic. Acta, 1536%, 85-96JC, 2001^ ; J. Biol. Chem., 276%, 2108-2114 

JC, 2001^) m?tLT^^o 
[0 0 0 3] 

Genbank Accession No. BC019625 
[0 0 0 4] 

[0 0 0 5] 

feT-^^tB t/io i©j|fi?tt^^ y/^gHomo spiens, hypothetical prot 
einMGC4504 (Genbank No. BC019625) (##lf*«U ) * C tt 
^tz 0 :©ftl,i:S^-C, KMo 
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[0 0 0 6] 

( i ) : i * ? * ' k * L < 

t 5 y * * * * ' N ^ ® * fc f * * 

(3) ±15 (1) IBftOd' wt^KO«fl^<^K4fett-€-0*^ 

(4) ±13 (1) &M<D*>'i*Ktiz\t±.tR (3) aa*o»^^K*3 

(5) DNAt?**JilB (4) fB«W>#U**W^b\ 

(6) R?IJW. 2^*=b£ft&:!i&^J^&£# 1 >>** 

(7) ±15 (5) |3*W>'1*V** l^*f-K«r**-f*»tfc^^*-, 

(8) ±13 (7) SB«o&Slx.^^^--^K«!ft§*t^«tE»fl^ 

(9) ±15 (8) B*©#ME*#***U ±13 (1) 

£{±±13 (3) IBIROW^^K**^ ^«-*L*> £tt*«JR-i-a£fc* 
W«t1-4±fB (1) E*«>* L<'*-t* (3) BBttoSB^T^ K 

(1 0) ±15 (1) fiB«0^>/^«feb<tt±IB (3) B*0»^^K 

(1 1) ±13 (5) IBKW)*';** V*f-K*£ffl/t4*ISk 

(12) ±13 (5) IBSfc^D 3? ^V*f-Flr#*LT**^Bf*x 

(13) ±13 (1) IB*W>*w<*Kt»L<tt-tK (3) K 

(14) ±13 ( 1 ) ffi*«> r^ia< tt±K ( 3 ) KftOfflS^-^^^ F 
4 fctt*©«ffiv>4 ±13 (1) I3IW> * « * L < tt 
±13 (3) »©«^^K*fcliW*OiStt*««4fcttfi#-f*'fb'fr« 

(15) ±15 ( 1 ) fEM<D * >WR L < t±±f3 ( 3 ) IB«0«»^^f - K 
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tfzltWMZttl-rKZ, ±15 (1) Umo*y L<fi±i2 (3) 

(16) ±ib (14) tm<oz?v-->m&ttzte±m (i 5) mm<vx 

^jj.-^^^^ilv^W, ±|2 (1) fBm<^^ L< fi 

±12 (3) fs^osi5^^f-Kt^f±^^o^*'KBt^ttifiW-r^ / fb^ 

(17) ±12 (1 6) |B^<b^t/*^a-€-0^^^tT^2»ISm> 

(18) ±12 (4) f2f^*°VJ2^^*^K£ffiv>&£t£#|gfci:-f^ ±12 
( 1 ) tmv* >/^StfS^^M^I^ fcttB#-*-**&fr**fctt**>tt 

(1 9) ±12 (4) !5^>* 0, J;** Ft-firtTLTft*, ±12 (1) IMR 

<7)^ >/*?$mm?-(D§m.*feM* tzk$mm-tMt&m* tz\$z<D&<7>* ? <; - 

(20) ±12 ( i 8 ) iefco* * »; 7t{i±ia (19) mm<ox 

?v-->rm*y vzm^-cnbtiz, ±12 (1) f2«w>* w^sitisw 

(2 1) ±12 (2 0) |2^0>fk'&®*^«^^^*t"C^Sgm^ 

(2 2) ±12 (1 3) i2*c<^#£^LT&£^©fl^ 

(2 3) ±12 (1 3) |2^0*rL#*^tT^^>^ 

(2 4) ±12 (1 3) f2fcO^#^fflv^Cl ( h^#mi:-r^±l2 (1) f2$tf> 

(25) ±12 (2 4) m®.<v$AJjm*m^z>ztz®WLt-rz±u (1) 12 

(2 6) ±12 (1 3) I2m«7>#t#^fflv^ii:S:#mtf ^» ±12 (D f2*& 

urn. 

(2 7) ±12 (1 3) !2«cOft#£^TL-C£*K ±12 (1) f2fcO:5W? 
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(2 8) iiis (2 6) $zm<Dx*v-->yjjmzt:i±±.u (2 7) mmox 

(2 9) ±BB (2 8) B«©*t^*fcfi^©R*:^LT**|gj|k 
(30) »«tt£AS>TO • ?&RiM"C*&±lB (10), (11), (17 
). (2 1), (2 3) 4fttt (2 9) IBIIO^ 
(3 1) #MttJjlAOlWfK-C*&JilB (12). (2 2) i/di (2 5) 

[0 0 0 7] 

[aw 

7*. fc-r^ «&£:*) o*fflJj& («xwr, MS^ VMBUSu 
^VT«BI&s #tt*BR, ^v^-Mfflja, 9>y^>^*Jft. 

±&*m&, wrr, rt&*HR> rr*hr, «R«uik 

rais, mmmm, ^mm v^d7 7 -a t*ueu b*u& 

>u^9-fflJS, JEftftR, fffSlu #RJ& M) > rfrRfll 

R. «c#ifflfla> WHHR, Bfcttfflflk SJMMk JFBWIfl&*U<J±W»«B 

r, ifciiutLt,iMi» ttRRfc t < *r) 4 l < tt**t 

&©RRjW£fe1"4*fe Wxtf, Fa. R<0#*Mfc (*k Rft& 

, mm, «arrsk *r&», kr* *») , ti# 

, », ii> WR, JfflR, &RR, flSl> li^)^ #«t, HJK 

0. Rflflf (flU *8§> *») > 'i>Ht> MR. MR, WTR. iff 

fflMU IP*, MR, #> Ktfr> 

[0 0 0 8] 

, s^js-t : 1 -ess *t* 7 5 y mm tmss %jo±, l < u« 9 0 
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±, «F * L < itm 9 5 %J0LL, #4 L < li& 9 8 %J£Lh«>:tlRltt * T 5 / 
ysifRt E?d#^: 1 -c*S*u>7$ ymWMtm%& 

k ®-<d r 5 / wsm u ie^j#-t : 1 -cat 3 *u& 7 5 y m@a?y 

) isisre&&£fc&^7o Lfc^-c, *MHEii&ifiH£* t n* *&o. 01 

-10 0flf,lfiL<»i»0. 1-lOfif, i9ffiL<liO. 5-24S) 

Chan. Pharm. Bull, 41*. 118*. 1993*fcffi«<&:£8cS fctt^tUlig D 

a^rffiKflfeo t iiiJ5e-r & - ^-e § a . 

[0 0 0 9] 

3 omnm, »ii<tti~iofim s^kef* L<»iafc u~5) a) o 
75/ U7§; nue$U ©Be?!i#-^ : 1 ^75/ KK7>J k 1 

4fcl±2flJR± (0J*.tfl~l 0 0fl«i& »iU<lil~3 OflM, ffiU 
<{±1~1 0flS& HCjfi L<tt& (1~5) fl) ©7^f«Lfc 
7 5/ ^SB?'J> (DE^!*-^ : 1 *t4 7 5 / m@£^J Kl4fttt2 flJJLt (« 
1-1 0 Oflgft, ftL(lil~3 0fl*§Jg> *f£L<«±l~l 04@*§E 
, £<bK#£ L<t±8fc (1-5) fl) «7 5y^}fX?^7 5/W^ © 
@S^iJ#-t: l-e^$tt^>7 5/mBe^J*^l *5ttt2fl£l± (^x.tfl-100 
flg«, # f L < ** 1 ~ 3 OflSS. «F4 L < tt 1 - 1 OflfiB^ $ L 
<li«&: (1-5) fl) 07 5/m«^7 5/^T'S^$tL^7 5/m@B^J> 4 
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[0 0 10] 

fi, Cimtf*)^*^)^ (-C0O0 ^ */M?#~>l'-* (-C00-) > T5 K ( 
-CONH2) ifcli*-*"? 1 ^ (-C00R) ^ftit$)ctU^o 

iiWrJH:i3ttSRi:Ul4, fll*.*f, **-/K xf*, n-^ntf* 

Ci_ 2 t;v^;v^^ L < t± « -^7^* f-^fc *f<& « — *-7*-/u-Ci_27/Mf 

ft) W.7 5/i«Ii («X.tfs frfl'S/I/ft, r-fef-^ft*^oci_6r^* 
;K^«li-t^M (^Ixtf-OH, -SH, >r3*V-*», >f>K- 

<2> o 
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[0 0 11] 

*t* T 5 y flWEflfci3V»-C*l~30#B , ^234~264#@ OT 5 7 ^Sa^^tf 

<0?*>^*< t^20TO±, »4L<I*50«J2Ul, * & L < tt70«Lt, 
J: 5#t t < l±100*J2Lt, t < tt200ffl&±O7 5 /»B5!li*ta^ 

iL<ttl~l 0«WC, *fc»=»4L<tt* (1~5) fl) 

, ^^uiii~io« s*fc»*L<»** (i~5) «) 
o«bk. to#*t<i*i~io«w, se,e»*L<tt* (i~5) «) 

L<ttl~10«*lS^ i^lUim Sfefc#*U<ttl~5«*) 
7SSW7 5 / S6-effil?^-cv>t U^o 
[0 0 12] 

, >v _> (_C00-) . 75 K (-C0NH 2 ) Sfctt**^* (- C00R > ^WvCfcoT 
»7?/W («, 07^W»i?^v> 
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[0 0 13] 

m owu *«ao (flu rpjjv&m) %¥t<Dt&&m^bti, 

m (WLtf, W$k> *~m. yn^t>^ 7v;v§, vW>K, a"*fe S 

em. ?^>m> u>=n», £,t#m. * 
*^m) t^wiv^Wo 

[0 0 14] 

4-^f-jl/^>XH F'J^rr/m PAM»I, 4-tKn^f 
Wf;V7x-mb7§ K*f-*»J»> ^'JT^'JJVTUm 4- (2 
. f 4 . -y7h^y7x-;V-tKn^y^fJV) 7xy^fyiJ|, 4- (2 
» ^ 4. h*^7x— /U-Fmo cT?/^) 7 ^ ^ * ~>#J5f & 
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^urn^m^, mm±.-em&mtZo m&<Dfflk\'®mfrh*y^?9.*tz\m 
iMLtzvmr 5 j WL<om&'ffi l-cj*. * Steffi -e# &&m?ir 

U'ltUli, DCC, N, N' -^V^nifW^'fU, N-xf 
;U _ N » _ (3-^ffl/75/yo'j;i') 5 K4^fliv»fe*ii. 

£ fffc fc i * m&itK l±7-t5 fltfpf U$M x. tf , HOBt, H O 0 B t ) 

1 1 & Kfi*7 ^ y m*w.immKmu-fz>frt mam*** tziwo 

[0 0 15] 

£«fl§ l -5 * i ?> *lt v» * h m±m$i $ *t 9 & o 00 a tf , 

N, N-?^W*A7? K, N, N-^fm>75K, N-^/l/fcT 

hV7^tnx^y-;i'4^7/vn-;vg, y^WW^yFi 

T-b h - h V 7"n kf *~ b V ¥<D=- Y V )Vm> TO^ TO 

mMte9>s*fi K^ffi * = W» * t k tf s *n <b fir v» * $EH^ £ 

WfcSfu or- 5 oro$6H*>f>M^$tL* 0 ffittftS*Lfcr 

5 / 1.5-4 f£§§8l"Cffi ib *i£ o - y t K V VSJEifflv^ 
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[0 0 16] 

S^T^ ;m<D$mMt LXii, mx.lt, Z, Boc, t-^>f^t^rv 

**-;K Cl-Z, Br-Z, r^v^;^* v#;i/:J^=.;K F'J7Wn7 
«t-f-;K 7?v4)i<, 2 -— l>n7i-W;v7i^K y'7x^ 

#;v:j?*~>;i/^{±, #lx.{£, T^^^^^rMk (ffl&fcf* -x-^K 
;i/^;VxxtMt) . 79H^fMt (tfUxJl ^V^x^f*, 4- 

k ^ v vit% tizx^ xvmt * £ &X § * o 

ft (Ci-6> 7^*/^^, ^>v*'f;vi4^7n^;i'i, ^s^u** 

f-n«>>0 7iy-/Hfejc»a6©«Katt LTii, fllxJl Bz K C 1 2~ 
Bz 1, 2--bn/<>^K Br-Z, t -W-frbZWR^hMo 

t7,f y>W^f 5 ^/-;V©f lit Lttt, Wx.fl Tos, 4-*h**> 
-2, 3, 6 - > 'J A', DNP, 

, Bum, Boc, Trt, Fmo c & fc'^JlV* ktt&o 
[0 0 17] 
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, 4, 5-l-^na7x/'-;K 2, 4 - b n y ^ J -;k v-ry^^JV 
T^n-;K ^7-FD7x/-K HONB, N-tKn^y^^yU*, N 
-tKn*y7^;H5 H, HOB t) tOiXfJi') *if* f fflv»fe*La 0 MM 

vm&omjs (turn -)5 ; &tLx\t, Pd-^^wiiPd-^ 

7x;-jk ft7^v-;K ^^ , /-^, /<9*u*/-/k v^^^x^ 
74Y\ 1, 4-7*^Vv'ft-JK 1, 2-xr^f-t-Jl'4^J:H* 

» h 'J 7°h 7 7 y<D4 > h'-fr&M&t LTfflV»P>tL**^5 >Hfeli±BO 1 , 

2-i*>e?f-*-;K l, 4 - t*^ y v^f t - t^^T^M^ i s 

[0 0 18] 

M^tilMR 1 7 & o 

£ 1* , * ->*3t7 ;V^y;H!: 7 5 Wb Lxum \^tz%. 

, 7 5/£fl8K^7*?-K «fci?fS<&aft4T?etfLfcfc> 
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^f-KfcfcSB&U ^ttibo^ >/^f t/;l±^-/f K£_kiBLfc4 ^ 
tt*£Bfe*U jtfSofi* fctt^7?-K*W* 

7 5 y m<o a - * >v ** * v * ffi 3 <a r ^ 3 - ;M1 1 ffit it L 7 5 y a t p 

[0 0 19] 

s«u^7'f- t < {47 $ j mtm&ufrt tm&z-t. &.j&mmm&*% 

®M. Bodanszky 45 4 XT M.A. Ondetti. *<'f 3 f- K • y>"ty^ (Peptide Synthe 
sis), Interscience Publishers, New York (19664?) 

(DSchroederjS 4 *>*Luebke> "9* • ^7"^ K (The Peptide), Academic Press, New 
York (196530 

(mmm$M, ^^v^m^mmtmm, %mm (197530 

(D&Ai&W iJiOWHUft^ U 9->'i9 9ttoi£&Tt, 205> ( 

197730 
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^~>>: 16/ 



10 0 2 0] 

tUv> 0 jfJKIiDNAt^o DNAfcLTJi, ADNA, ^/AD 

^OcDNA?^^']- £-j3cDNAOV>-f*fC*> «fcv> 0 

< K„ 77-75 K*ifv»-f*Li?2boTt iv> 0 f. tz, HtffB L/c« • ait i 0 
totalRNAf fettmRNAM49**iltlL/it^Srfflv»-Cltt» Reverse Transcri 
ptase Polymerase Chain Reaction (iikT, RT-PCR^fcB&^3) K £ o Tiiipl 

*IS!fl«^^Rt3- Kt5DNAk Uli, SAIS* : 2t*i 

10 0 2 1] 

E?0#-t : 2 -cats *t*tt*E?!| fc^-f * b V > h *##TTvn^ 7V 

y^x-e^&DNAt trti. will mm-W: 2-e&$ti&v&wfflttos 

5 %£Lb, #4 L < (±«5J 9 0 %m_h> $f f L < lift 9 5 %ELt> ffiL< lift 9 
8 %&±<0ffiWttfc#"t SOaMflByiJ Sr-^ff » D N A * ^ffl v» f> *LS o 

lf„ *V%jx^--^n-->^ (Molecular Cloning) 2nd (J. Sambrook et 
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17/ 



al., Cold Spring Harbor Lab. Press, 1989) fcfBfcO^ftfc ^Ctotli* ? 
M. L < fi$J 1 9 ~ 2 0 mMt, SuK*> ? & 5 0 ~ 7 0 TJ, # 4 L < 6 0 

-65 x;<o0kft*mi-o mj VAmmtfm 1 9 mM-eaK^ e 5 to 

[0 0 2 2] 

^:|S9iO»^ , /f-K*3-Ki-*# , ;^^V5*-^K (0U DNA) i: LT(i 

> Btrl2L^Ba-aMS^cDNA. H!riBL£M-&l&S^OcDNA'7^ 
^'J- ^J&DNAOV^-ftrefc 

& $ fc^Tt ^DNA (O-Uftttt iDNA, ttz : 
£3- K1-SDNAO— ^^^rl-^DNA^^ffl^ibtt^o 

[0 0 2 3] 
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18/ 



A£;£3&0J§O:? w*?f?<D— gG£>£v>{i^igjt£3- Ki~^> DN AHrH" i i) t < t± 

ii^tiio ^'f^'J^-t-i'a^W^it #!lx.{f> Molecular Cloning 
2nd (J. Sambrook et al., Cold Spring Harbor Lab. Press, 1989) teffi^O^r 

DNA<S>m^@E?!!<7>^&^ PCR> <Z?»10^ry K tfflxJ^ Mutan™-super 
Express Km (^Mii Of*) ) ^ Mutan™-K (SMit (80 ) ^£fflv>T, ODA-LA 
PCR&, Gapped duplex^ Kunkel&^O g v^i-eftib fctfc C£ 

tiBfat: -t •? iwiR»*"emft Lfc »> , y > * - fctfira Ltz 9 Lxmmt & 

£3' *jM!l^ttaSl»jh3 K>fc LTOTAA^ TGAf fcliT AG^Lt 

3-K-*-*DNA*fcIWfcf &DNA»ra-*«UDtBU (a) ^DNA$t)t-£ 
[0 0 2 4] 

LT(±, »»0^7^5 K (flK pBR3 2 2, pBR3 2 
5, pUC12, pUC 1 3) > ttfffi^y?^? K («, pUBHO, 
pTP5, pC194), W*^7 7 5 K (flk p S H 1 9 , p S H 1 5 ) 

, /t^an^-r/i/^fc^OlMfo^-f A'^ftifO^ pAl-11, pXTl, p 



ffi|E# 2004-3028893 



#M2 0 0 3-0 6 4 1 9 7 i-i? : 19/ 

Rc/CMV, pRc/RSV, pcDNAI/Neoi:»^^o 

itLtfflv^S^li, SR^nt-?- SV40yn*-^-, L T R 7* 

o 

^-4»4©ifiU>. i±^xyx')KTlS-C3b4i^lt t r 

lpp^nt-^-, T 7 ii^N'fJ^SIt^ 
^Jt-S-Jix SPOl^n^-^- SP02^n€-^-, penP/nt-^ 
tii&!mft"eib&1*&i* PH057'd^^-, PGK^n^-^- 

&&^{±> tfy^H'J V/n^-^-, P 1 0:/u^- j Lv > 0 
[0 0 2 5] 

^UA#iDv^;K SV4 0WJv^ (&T\ S 

V4 0 o r i fcHfrlfc-r 4 ft^mU^iOtl^itA'l? 

iR-?-»-tUtt, ytKnmSfcji7c»* (J»T\ d h f r 

fc^l"**^^**) «fe^F- UvYU^t-y (MTX) #tt] , T>tfv 

^ (j^ Tn Neo r fc«fr*fc1- & % G 4 1 8»tt) ^W^btL^o 
dh f rite^»?-W--X^A**-jfflj&£fl§V>-t d h f rit-fS^ 

»*«^#lin^-*o fc±#x~>iV KTK*re***£-«U PhoA • ->^^^E 
yfl, OmpA • v^^SE?^^ tejF^/UXJttf'T?*****^ «-T5 



ttflE& 2004-3028893 
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20/ 



*<£ji, mf a • ^vi-^m^u sue 2 • te^wawia 

[0 0 2 6] 

xvx'J \L7mM<Vgcfcmt LTt±, 0Bx.tf, xyxn7-3') (Escherich 
iacoli) Kl 2 ■ DH1 [Proc. Natl. Acad. Sci. USA, 60%, 160(1968)] , 
J Ml 0 3 (Nucleic Acids Research, 9*. 309(1981)] , J A 2 2 1 Cjourna 
1 of Molecular Biology, 120*, 517(1978)] , HB 1 0 1 [Journal of Molec 
ular Biology, 41*. 459(1969)] , C 6 0 0 [Genetics, 39%, 440(1954)] & 

^fJV^Ift LTli, ■ J tr7 s f-fr* (Bacillus subtilis 

) MI 1 1 4 (Gene, 24%, 255 (1983)] , 2 0 7-2 1 (Journal of Biochemist 

ry, 95%, 87 (1984)] & WJH^feflSo 
BM t L T $1 x. f£ N -9" ^ # n -tVlfv^ (Saccharomyces cere 

visiae) AH22, AH 2 2 R~~, NA87-1 1 A, DKD-5D, 20B- 

1 2 s y " /•9* ■y^nV'f-bX j}? ^ ^ (Schizosaccharomyces pombe) N C Y C 

1913, NCYC2036> tf*7 ^b'J^ (Pichia pastoris) KM 7 

[0 0 2 7] 

^HbHHl& (Spodoptera frugiperda cell ; S f M) , Trichoplusia niO* 
1»MG1», Trichoplusia niOlPfi&OHigh FiveTMlfflja, Mamestra b 
rassicaeft*OJffll&* ^JiEstignena acreaffi#<^J3&fc^#^$>*L&o ^ 
;VX75 ? BmNP V<7)^-a-ti, 5ft*l*ftiWia (Bombyx mori N « ; BmNtt 
) ftttWflv»fe*L* 0 mS f LTI±> S f 9,« (ATCC CRL1711 
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5> : 21/ 



) , S f 2 imm (JSJL_t^ Vaughn, J.L. <f V • V 4 # (In Vivo) ,13, 213- 
217, (1977) ) 4 Wffi ^ t> o 

(Nature) , 3 1 5*. 5 9 2 (1 9 8 5)] 0 

SMMHll&i: LTtt, fflitlf, t^»COS-7, Vero, ^W-->On 
AX?-«1CH0 (IT> CHOfflIhB&I2) , d h f r atfis^Jif- -V 4 =• 
-XM^^-»CHO U&T, CHO (dhf r~) MfcBfrfB) , 
LfflflS, ^AtT-20, 7">^5xn-vtt, 77>GH3, fcbFL 

xyxnrll^I^t^t:^ «x.tfx Proc. Natl. Acad. Sci. USA 
, 69%, 2110(1972) ^Gene, 17%, 107(1982) 4 £fcK*W>;&tfc£f£o Tfi 1 4 ? 

[0 0 2 81 

;V • vjc^r-'f 7 (Molecular & General Genetics) , 1 6 8%, 1 1 1 ( 

1979)4 z^umvummv x^m Htms 0 

SIS £ WtWMy&t & ti , #!lx.{;£\ Methods in Enzymology, 194%, 182-187( 
1991), Proc. Natl. Acad. Sci. USA, 75%, 1929(1978) 4 ^CffiftC^&iCfll 

ffiA«BJ&4 7tttRA*3^K<E!ft1"*l-ttN Bio/Technology, 6, 47-55( 

1988) 4 fc'fcffittO^ft fcfto tfir4 5 Z. t ft-? § * o 

ha->U. 263-267(1995) (fHBttf&ff) , Virology, 52%, 456(1973) KE«<B 
# &tC&o Tff 4 UWiio 
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^?-v : 22/ 



, «xtf, ^a-*, T»T»te»»* ~>3|Sfc^ 

£^;&nLT4><tv> 0 WpH(i|i5~8^iLK 
[0 0 2 9] 

y tt££"g-tfM9i#:lfe [Journal of Experiments in Molecular Genetics, 431-43 
3, Cold Spring Harbor Laboratory, New York 1972] HffiZ Lv\> ZZ\Z&B 

«; *sw> x i %mM £in tL £ £ t § * „ 

te^iVi >J k 711^, 15-43 *C-C^ 3-24 l$m 

m^tf^jvxmwow!^ mmm^m 3 0 - 4 0 vxm 6-24 usm?? * 

(Burkholder) ft/Mgife [Bostian, K. L. ^ Proc. Natl. Acad. Sci 
. USA, 77^,4505(1980)] ^0. 5%*f 5;imnSD«i [Bitter, G 
. A. Proc. Natl. Acad. Sci. USA, 81^,5330(1984)] tfmifbtlZo QHl 

<DpEte{fo5~~8Kmmirz><Dj)mt t^ 0 2 0-3 51C-C&2 4 

fe±&M i &m®.t tzim&x&znmimfczfgmirzigi, ^mtLx^ Gr 

ace' s Insect Medium (Nature, 195,788(1962)) K^tMbLfcl 0 % «^ ~>jfiltt^ 
m&tZ><D-hm% Lv\, Jg*IAii1ir&2 7*C-e£j3~5 Bfmr£v\ ^RtcjBC 

-2 0%Ofl&^JflL*^#tfMEM^Sfe [Science, 122$, 501 (1952)] , DME 



2004-3028893 
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^-■5>: 23/ 



[Virology, 8^,396(1959)3 , RPMI 1 6 4 0*J& [The Journal of 
the American Medical Association 199^,519(1967)3 , 1 9 9^fl!l [Proceed 
ing of the Society for the Biological Medicine, 73^,1(1950)3 & t*tf%^ 
htL&o pHli»6~ 8 Lv\, ^tlii^3 0~4 OVX-fal 

[0 0 3 0] 

o 9 ysi ? 9. * it & S v» j*WB*» Jfhffi 1" * IK t T fi, 
l o oTM^^IStMfi&^J^t^Tv^T'fc i^o 

[0 0 3 1] 
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^- v* : 24/ 



[0 0 3 2] 

# y * n - ;H5vf$\ -=e / * n - i-)\stfitt.<Dfistix*$> o r <fc v> 0 
(a) *y ^n— f^fltjg^UBJfeof^* 

*»Wo^>^ltli, SJHa^lcML-C^tct Offi#££j& s pTfl&fc*Mfcfc 
^#(±®^2~6iifeHl|pl1 , o s m-2-1 0®*IJ#frfc*LS o 



tiiiE#2 004-3028893 



9ftm2 003-064197 



^-v I 25/ 



* ft t mm t ft BU& £ *ttz<7> % , tn>m-&& L Jite * AMfe"** 
£ t «t I? -5 £ k § * o Hl-friMtfifEftlO^, #fl x. (f , f~y~k< 

><Djjfe [Nature, 256, 495 (1975)] {"^mfc-f & £ 
Mk^%-m\kLX\±^ ^ilf, ^'jxfi/^^yn-^ (peg) ^-tv^^ 

[0 0 3 3] 

# ftMJI&fc LTfct, Mx.f£, NS-1, P3U1, SP2/0, AP-lfc 
^i^»»o#«MjWJte*^»f e>*LS^ P 3 U l if! L <m^htiZo m 

^btizmmtmm mmxm) wk^mmmimLkvm-tL^&mti : 1 

~20 : imBtX*$>t). PEG Wt L< fiPEG 1 000-PEG6000) 
tf* 1 0 ~ 8 0 %nBt<Dmm~cmuZ*i* 2 0 ~ 4 0 T\ #f :£ L < fi 3 0 ~ 3 7 1: 

•ei~io^K^>^i^-f-fS£tnJ:»)»«t< nmfeK-g- 1 Hdfe-e# a o 

fflt-is^ mx.it. 9>'**w^*w&&&w±mtkki!>\z.mMz*£fzm 

*>X<0®^ ^"J^ftft^nrv vft##lv»?>*i4) l^liynf^ >Aft 
#Dx., SffiKj^Lfc-^y *n-^ffi#ft4fcffi-r*;frj£, Mt^nyyvK 
flttifettyn^'f >A«:«R«$*fcHffiKyN>f K-v^±ffft^JnU ft 

ft a L7ti&MM^%^f * •? £t ^-e § * o mm& x nmm&m tit 

xJf, 1~2 0%, L<(il 0-2 0%O^^gjfiiftft#trRPMI 16 
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26/ 



4 o«> i ~ i o%o^Mjflilt^^-tfG i TJgidi (fn^fixfi «*) ) & 

&VM±;W:/'; K-vit#M4Sjjiiftm (SFM-1 0 K BtK^ (80 ) & 
t**m^Z>ZtW£Zo ^*S*ti> M2 0~4 0t, LO±*t>3 7t; 
J&^BfP^ M5B~3m #f L < & 1 2 m%X-%>Z> 0 ^ 

10 0 3 4] 

(b) tu-i-jmifrvffim 

(«U DEAE) Ki&Mfcf?*, jgil<l>}£. ^l^it^ ffim&% 

-2 0, jiff u<j4»i~5o«^-e* , /A'§«^ft3& I fflv»?)*Lao 



fflfEfl* 2004-3028893 
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s<-*J: 27/ 



[0 0 3 5] 

EfllS «fc#U ID N A©m^PPl UlS^fflSrtt^ ^ ^esb 

ffi^ttW?!) t *& 7 0 %JSLL, »t t < itm 8 0 %m±> iWiL<l±l!)9 0 
%JBl±. L < »±» 9 5 %&±OffiHtt*#**iS*Efllfc £jW*»7fc*t 

So *^<7)DNA©ffiiil^Sie^n> HIRIfiSSritftL 

fcfc 7 0 %&±> ffiL<tt»8 0 %J£Lt, i»)ffit<{«90 %J9Lt. 
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ftm 2 0 0 3-0 6 4 1 9 7 ^- v : 28/ 

n) RN a s e Htwi^RNA^SrJg^-r^T^^-ir^^^V^ ^ l^^^KO 
®&&, 4>Y vy*$1s*&W<DDNA<D&&&&fl<Dm&&t%J 7 0 96J0LL 
. J6F4 L < 8 0 %JBl±, «t L<fi&9 0%JBI±, *fc£F * L < J4i& 9 

o 

r^**** 1 ;* ma*, i o~4 ommm, *f*l<*4i s~ 

) 14, 2' -o-*rMk% t'<Dit^mmmmm~m^itr^ri> «tv>u & 
(eu5s?>, y;>0 t^bw»*sttfcto-c*or*> «t <> e?ij# 

: 2^&fc$fta£*E^J**1-*DNAfc/W7'J ^ X1"£ fctf>-?&*U£ 
[0 0 3 6] 

#s&93fcft*.tf, ^©i'w^jfjt^oflttii /sassafras-*-* - 1 
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^-v: 29/ 



m&z-o&gLtm • i § * o #3&9§?> 9 * nm& rna 

*), ztzm%%t°<nfem*tzimm^mm'?$>2>o mm mm-t&s tit. ate 

f-v (*y*9fo tom-e mfc-tzj bits %9vnc"f-Y mm <Dw.mt 
fzitzommfcfrbmmzMife^hz^-fi-Y {9>wx) ©r^i^ 

3-k*«, 0RFasR»jha k^, 3' m&Ngiw& 3' s^v^kh-a 

SfcV>^ £ btf-CZ&o T>?*>X#V Z?V>*^Ytt, 2-x*^^r->-D- 

u LT v> & # »; r* * v V # * ?V*<f-Y, D - v * t 

) i£Ji#&&ig^£^1-£*<^<£#y v- (flU i^'jv-liDNA^ 

r n a if fcjiaj $ *i* ± •? r u > ^^tt* <ohm * & kh & *> 

IIDNA. 2#£IRNA, 1*«RNA, DNA : RNAM^V 7 Ft*ot 



tBSE^2 004-3028893 



# 



mm. 2 0 0 3 -0 6 4 1 9 7 *J \ 30/ 

Brett* Lfc to, ^rt** w^K#a&«>3*Lfcfc<^ 01 ( 

f- b\ # 'J - L - V v y * if) ($k *y "9- y * 5 if) & if 
St^-ltv^^co, tyt-uvyWY&m (0U T9V*J>> VyVytzK) 

flat w&jr * if) * £#*f & t » r ^ * Mb#j * s^,ff$^8 

2£&£ifCgJ&$;tvCv>fc»K *fci±i— T 5 >fc*fOM*fcSJjft3;fc 
W (RNA, D N A ) "Cfc & o %m $ *Lfc#BftO#Wfc0l tUli, ffl&W^M 

K<0#te*J: i^i^^^ilr^ ^Jx.(fPharm Tech Japan 

, 8^, 247H$7tfi395M, 1992^ Antisense Research and Applications, CR 
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31/ 



C Press, 1993^*^-C»:#<*^**L-CV»*o 

.*_ K a -/UK**?) W5,« 0 ;H^^li> Wo 3' Jft*fctt5 

- ;u £ t* t fc L it £ K5WC*P ^ *tfc*Saiofit«»**^»f h i>\ *ti 
[0 0 3 7] 

[0 0 3 8] 
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^?-v: 32/ 



„ msmr fry ^ /<-*>y>*, wyrn.^ m&m&mw 

flag, ^n>f77iJH>-tny3Fl> h 

[0 0 3 9] 

t f «/» 4 £ v» tt#5IE <r>9V*9 Rof&^i* 1 ^ L T v» S £ (± , #1 
>h M^ft-^-n/^-, #s&tt«flHE*ir] 

ISjjjttia-n;<f-, #fHHRflSffi>3: £3 ftifO^FHf • 



mm® 2004-3028893 
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33/ 



U) WWODNAtWtKft^U &fl#JT?*fc9i«>*>'<* 
R4««§*4iktJ:i>^ ( n > IBJ&fc*WJ!©DNA*ifAU ##&f!<9 

*l& W <*> * > > < * K ^fll Sr > * * v > »* JE# fcS&J* £ * * £ t * o 
9 0%, »4t<(±9 5%&±, L<J49 8 %JJLt. HC^UI± 

jt * * £ t * * - c *t mm \- # * tmmfrM $ ^ $bb «ii ft 

b^tf^K 7y^T=f^<DX 7 ftjfe-&#J, Sffttt*^ 
n-^iH»M a- -trv^>, T^4r>Kft ^ «t 3 ft* 

v^idftTO^k ^-r/f, T^^/^t^iif-^V-^i^ftW^Jft 



ffifE# 2 004-3028893 
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34/ 



tB*EWfift if fci±ii» ft WW%<r>%m%MK'&.'? xWfi-fh z. 

if) ft WWbtu JSiS**#*Mfr*!U 0!lx.tf> 7*3-* x.9 J 

-;uftif) > sKVT^3-;i/ (flitlf, ^nifi/^ya-^ #'jxfu>^ 
'js-^ftif) , #4*>teJHSiSteai #VV^-h8 0TM, h 

CO-5 0ftif) ftiffc#JBL-C& *v\, «ittfci:LTrt\ #!)xfi\ rf^ift, * 

ft if ltu^o tfc, msg (*9x.tf, v >®atiig®i£, > V *) 

A^«ftif) , fcBfrffcSlI («£tf, ttft^^if/Ua-'JrA, aL»yo*^f>4 
if) , 5fe5S»J (fllx.tf* bJfoit7/l'75 ^jxfi/>^«j3-;p^a , 
(flitf, ^V^T/l'n-;!', 7^/-;vftif) , mitR&jJtftjft if tie 

[0 0 4 0] 

^v, -9-;k ^w?^v-ftif) HMLT4£#-f 

#S&Bo*w<*JW©«5*MU *Hfc0SlU &#**3U S-^- h ft if Hi 

jj£PR#1-&*£\ -jttfiSfcfcA (#S60kgfcLT) Kfc^Tfi, -Htcog^ 
* W^@£jf§0.1~100mg^ L< (±l?J1.0~50nig^ <t i)$f $ L < (4^1.0—20 
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35/ 



Ko£R* 01 ~3Qmgs jff 4 L < (i^O. l~20mg, £*)1&ZL<i$ 

mo. 1~ lQng* Jfc» fc&*f"f & Z. t K i «9 ig^tiOW^JbJo \&<DWto 

[0 0 4 1] 

(2) «i#i^#i-«M«aifl;'6*o^^y-->^ 

iSiifStti:, (ii) $^0^/^^|ttSHj]Jlt«t» 
JWM&fcWU ±iS** y-^^^rifcfcfcvvrW:, (i) t (ii) © 

^<b^s «»mi£. *twffi^ »%&®iflffii£fc£Wtf 
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36/ 



±i bo * ^ v - - > m& * %m-t *%w<d * > @ £ m&.-t %> m 

7T-lZi*^ pH&>4~10 (HUli, pH&6~8) <D'J^7 7 7- 
^ lioW*? ? r -fcifO, w^•^®<D;r^tt£la#L&w^*•;/7T- 
-e&*Uf</>-f;ft"^?^> iv^ 0 

>/^I^i4tSi^^tS«fc LTIi, iit^ Htf^L/c 

± (f^®^#) /6 ? fflv^^ 0 a^i:LT(is ix.lf, C H 0*IJ&& t'^idt? 

&%m<0? ystt'g'DfflflmfeMftftilZ, 2:%l<DlJ&, iiif, Chem. Pharm. 
Bull, 41^, 118H, 1993^^fBfc0^^^vMi^tLtri|ID^>^lC^oTiP!j 

01*.**. ±|B (ii) <7)^lCj3tt^«tt^±IB (i) o^nib^r, »20 
%J£Lt. #f £ t < it 3 0 %&±, i *) Sf £ L < 5 0 %J^±#$-£&i*ifc<fc 

*%W<7>?>^? Z>ik£®lt LT. ±15 (ii) 

K23tf&iS1£^±IB (i) Oi^KJfc^T, **j2 0%m_L, $jFtL<f±3 0%m 
±, X *)ft £ L < l±& 5 0 %m±M^$*&l£J^lt^tJ£#3PAO* W^gO 

temt^m, %m*E.m.m, «*mm$u twmt, i&t^ffltfciSu 

i: & <D tfm ti& o 
[0 0 4 2] 
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^-v*: 37/ 



Lf:#oT, *»WJ^^Vtf K (W, DNA) *JS!SO^w^ 

*?v-~vyjj&tLxi*, (iii) ^©r/^^mt^iJ* 

±B#tfcfci3V»T, (iii) t (iv) OW^fcisit*, WEJUST-OfSK* ( 
S) fciMfcLT, jfctfctSo 

o 

R j£ t tz (± ZtL Km C 4 fcfi£v»3lJ&t Sii:#-elSo 

±IB (iv) <a&-8-fc33*t&£ft?-3&m££> ±JB (iii) <O^Kit 
It 2 0 %m±, L < tt 3 0 %JSL^ i*>ffJL<tt»50 %Ul±±# 



tB|E#2 004-3028893 
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• 

^-y: 38/ 



ft^»iU, &2 0%J*LL> $JtL<ti3 0%J£LL. <t L<(±&5 0% 

VXimm-tZ&MttSm*. K-r&itfe^f&5i£W 

[0 0 4 3] 

=£^7°?- reft**, £-Jftffr&8K JW&tttt»U tttttAttftU 

© * > > Rit^oSSB * -5 <b-&» t tz \t % ©arc & Z> o 
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39/ 



. ^«7>^ -7V*yffi, ^D>f>;7x;H-t3m 

[0 0 4 4] 

^inS4«^*^Mii:LT(i, Wlxtfs 4*#J& Wfflv>ib*L, 

ftM^t±M^#^^ jkT&tt#k &i*r£M^ &i*r&*J-#k mm 
m^mm. mnt tz^it-th^tK^^xmm-ho aiw^ttttitii 

, li^iHM> fllx.J£, (flu -x*y-;v) , #'J7^-;v 



tBfE# 2 004-3028893 




!&m 2 0 0 3 - 0 6 4 1 9 7 ^- v : 40/ 

C^fl> V/l"*— F80, HCO-50 (polyoxyethylene(50mol)adduct of 
hydrogenated castor oil) 3 * iftWrB LTfc <fcv> 0 i&n.fo£VX&, mt.lt 

T{±> *au &sm (r>zf)v) . a£H**f**w*s*u * 

tt-e , fLO^#ffc»S^»))i#5~500mg, fcWt&##J-C(i5~100mg> 

u&ma (MZ.it, v^x, uyy, 7^ 

mit^ifznt<Dm.<o^mit, zoitm, 
?>s*?%<Dm&iffl® (m. vim) tzik&yi)ifci±z<Dm.zmn&5-i-2>Wi 

<O«[*#&0. l~100mg, » 4 L < (i^l.0~50mg, <fc 4 L < »ijfol.0~-2Qng«# 

ffj O^Tr®1irj& A (&M60kg h Lt) H8£-r * — 0 icofi 4 
l*Z<Dm.Z%)0. 01~30mgM, »t L < Itmo. l~20mggE, J: »> #4 L < J±&0 



ffifE*i# 2004-3028893 
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^- *J : 41/ 



[0 0 4 5] 

( i ) <^>*n:# t > <t tfSIWMt $ © * * Jt fc 

( i i) mkW. t Mfo±. KTtmt L «t tfUMWt: $ ti1x*&m <r>m 

o 

±12 (ii) OJfe»feHiJV»-Ctt, — *Ottfr3*«*«iP5©^>^^*«>N««* 
[0 0 4 6] 

#WOt«)tfi'>"CU<, *7t, ^L#^OF(ab')2 > Fab'JfeSv^iFab 
*Uf, v»-f*toi«|fete4:fflv»-ct WLl£, *7n* h'J-, SS^-ft. A 



ffilE# 2004-3028893 
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i-v: 42/ 



m («, [1251] , [1311] . [3H] , [14Q , [32p] % C 33 P] , [ 35 S) ft 
x C0O% ->7->Sftfrfe* (flU Cy2, Cy3. Cy5, Cy5.5> Cy7 (7 

■t\ 7MV7*^7T^-fe', U >=n*JK**»**4f) 

[0 0 4 7] 

J&S * (2 #c£US) tz<n *>. *»ftffl#±©*«ffl«>«e =SrSiJ5e1- * 1 1 J: «? 

<d g ®x 2 mm^±.<Dm$-<r>w^m^m^x % * v> 0 
xv ! 2^.Emi l zm^hfi'i,mmt, mki*. 2X8Mxm*t>frz>$mi}K 



ffi|E# 2004-3028893 
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: 43/ 



< it c wwmv, m x. ur nshu *®«-*- v»t *.« . 

[0 0 4 8] 

o 

<dl *Km<DumtfM(F) ffitttt&LitmmtfM (b) ti^-mt ( 

o ©tfltfc LTTOtt«;#«:fflv\ B/F«-«*^UJc^ix>^i; 

A Sr $iJSe L&tkWLf o iff®* *tit^ 
I0 0 4 9] 



ffi|E# 2004-3028893 



44/ 



mm&] (*2R) (i*tR, BBfP5 73^rr) , HJII^^H r»*a« 
iffljeftj (#3)R) BB*D6 2 4£SMtK TMethods in ENZYMOLOGYJ 

Vol. 70 (Immunochemical Techniques (Part A)K Vol. 73(Immunochemica 

1 Techniques (Part B)K Vol. 74 (Immunochemical Techniques (Part O) 

„ Pitt 1 Vol. 84 (Immunochemical Techniques (Part D: Selected Immunoassays)) 
> I^IIF Vol. 92 (Immunochemical Techniques (Part E:Monoclonal Antibodies a 
nd General Immunoassay Methods) )> iHjtF Vol. 121 (Immunochemical Techniqu 
es(Part I:Hybridoma Technology and Monoclonal Ant ibodies) ) (iik±.s TiJT 

*fift & < &tt & £ t rfX~ # * o 

o&au *ttowiiart ^*s»t**i&w«)^ >^^K©^»^*f* kibe 

10 0 5 0] 

(4) ansewr* 

*SlfiLl&#f (00*.!*, 57K *M7 ^-9-^ f'J, t 1 ;?, 
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s<-y. 45/ 



s ?v> V)W f-wc^y-fcif) fcfc»**#S&9i<0*>'< 

^Rifcttf-OSMr"*:/*" a- Kt4DNAJfcttmRNA©flt (jffci 1 
Hflf) ^tBi-Sifc^-CSao^ UDNAifclimRNA^Sff, 
^jftSE** & v » iiS&gU&T ^ s RDNA£fcttmRNAW*tijn*&v» (iHISii^ 

4 ^ -t£- *> a >*? P C R - S S C P ft (Genomics, £5$. 874~879W(1989 
*K Proceedings of the National Academy of Sciences of the United State 
s of America, £86^, 2766-2770JC (1989*) )fc£KJ: *)$mir2>Z.ktf-e£Z 



tlfzWi<&*? PCR-SSCPftCi^DNA O^ftKm * tLfcfc-frtt, 00 

mmmm&mmm, yv*ym, tviyy^y-^^ym. 

v » £ 1" & £ t ^ £ & o 
[0 0 5 1] 

(5) r*f-*>x#ys*i'*^K*'£#1-*l§a5 
mmmm&mmm, y v * ? n ^ y y * * > — v a ^ ^ > y > 
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-v: 46/ 



tz\±m\Mm ??k ^ 7^ 

fc, TtirfBO T >-f-b > X # 'J * * V * f - K * JIMft * (4 'J *° V*- A ta ifOS# t 
fcfcK»8J (ftftttd) ftU MRU &T\ LT* J: v\, 

»ET>f-fe>^#VJi^V'*f-K«>tg#*t4^ ****** 

T>^>*#V**V*^K£i£-5-1"& J t£-> -»i:|A («60kg) K£ 
v>Tte, -Ht:oii7>f-t>^'f 'J^^l^^f K*ifc0.l~l00ing&#1'*o 

£RNAO-SR£-gqrf SZlfil&RNA, ^O^^^S^r^- KtiRN 

r § * £<fci*i £ -5 W (D9y*9 9tit itt&W <r> D N A <omm *9Vffl t 
si^-eiio-e, w&tf, tt£Ktt&* Cfl!> 7 fry » 4 a («% ** 

% if] * if o« • r6«* f L-c^ffl t * - 1 § a o 

rfiHRNAte, <Zr*n0^i* ($k Nature, 411*. 494JC, 2001^) K*£CT 



mtiEiJ# 2004-3028893 
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: 47/ 



'JWAIi, <k£no;fri£ (#!k TRENDS in Molecular Medicine, 7%, 221H 

, 200130 Kitr, *&m&#v * ? is*^v<owffl\i&K.mtLxm&t& 

|6WORNA±0«J»f«fl[Uia»Lfe««- (RNABfJt) ^Wbtt&o 

o 

[0 0 5 2] 

(6) *3&E<3ffi#fc-£#-*-S|g3SI 

ffc^ij. U? WW (V7 h*-/-b^SU*-S-tf) % ->ny/#J % ?L3!K HSfclfci? 
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48/ 



&Tffi»*j, ffifca-swh ja*ffiw«*^o 

it&it-t&z tteXvxm-t&o &ttm<v7k&mt Lttt, 

, Mx.it, T/i'a-A' (#>J> .x*/-;l/) „ sKUT^n-^ (0!U ynt?lx>^ 
yn-;^ *'jxfi/>^y =r-;u) „ #>f * ^JHBfiH&W CM, *''Jvm- 
h 8 Ox HCO— 50 (polyoxyethylene(50mol)adduct of hydrogenated casto 

roil) ) ii:*hfffluuw„ m&mtLxit, man, ^-m, *e«i& 

TW\ ttftk *y-b;^J, &*j-#J (7>zf)i>) % aBWfti?**H^3*L, * 
tif*i©^TOJI^ f;>)if 5~5 0 0mg, £f) *?»t^*WJT?tt 5-10 
0 m g . ^<Di&<DMf^Xi± 1 0 ~ 2 5 0 m g 0±fBSt#^*$ tLtTV>* £ t 

7 b, "JrlHf, ty'A 7*, -9"^^^) KfcJ-L-OgPlftS 

j^-mvtemvtzibK&mirzm&K^ *§mo$m* 1 mst t-c, aur 

0.01~20mgAg#S5gE, ffiL< ti0.1~10mg/kg#fi^Jg> $ * L < 1*0 



lllli 2004-3028893 
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^-v: 49/ 



.l~~5mg/kg#S3iJ££, lBl~5Elgft, «P£ L < f±101~3MJK> &M#Ji:L 

7x;^-^37"i, ^^fvh^KJg, *fiUPite-A-n/<f— % #§&te« 
flat* if] 4^0»Bf3lt Lt4tjSt?*4o 
[0 0 5 3] 
(7) DNAtiGMMfc 

(1) *i&w©4i.*ttDNA*7tii-eoss*DNA**-r**b mt?L»», 

(2) btt&ttto**^ (DiB«ott», 

(3) y7«W f v)^i^(i7? h-c&afi (2) famous *.ttf 

(4) $l^©MtD N A t /tli^O^ID N A l> W?L»»Ki5v»-C 

h^lo a&su.^* 

[0 0 5 4] 
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50/ 



t7t, attd^fcyytttM*, fcwtv** ffliif, C5 7 

BL/6^i, DBA2m^ »tLt, B 6 C 3 F i m#c, BDF j 
B6D2Fi^i, BALB/cIl, ICR»W tfc(±77f ( 
«x*f, Wistar, SD&if) ^WtU\ 

[0 0 5 5] 

-eii&<> v>ofc^aj»»**€)JWt • i*m$*t/i*«woDNA*v>9o 

> $&&g*fcif) tta&wtfinu 4fe©tt*^4> 

ffl&&if7!> s £DfcDNAft ttz, ItDN A t^4*L* 0 
RUtDNAiLTIi, I^*^^^^I^M$^DNA5:M 

©*1-*teD N A ti, tir^m^st mU$> & vM±nao if ib o»i?L 
otli, ^DNA^Ii^«-e||^$-ti:?^7 p n^-^-OT»Eli^t^DN 
NA^gf 3 C ft tffil^tt^v^HiOD N A **-f &##lffl?LS!j 

if) a^DNAOT^^H^D^-^-^Tli:, ^H^lifDN 



ffilE*£ 2004-3028893 
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s<-v : 51/ 



<d d n a * d n AiE»ntiLtt»*ftai- & 1 1 # S o 

[0 0 5 6l 

*§£W<0 9>'*9M<0%%L'<9 9-bLXl*, *MrBfi3feo:/9.XS Y\ tt^ 

ifBODNAHSW^STtT^^^n^-^-tL-Cti^ fllxJf. ®">>f^ ( 

77K v7*£ir) fi^O-Za^-*-, 7;V7$>, -f^V^I 

x5- t\ JliL/hfcfiSfcJfiftBH^ ^7f>Kl, Kl Ofc.fctfKl 4, ^7- 

x 7 K y7ha7^, Mtf&JSSfcttT/l'* U 7 * X 7 r * — ^Wi- Y U 
-JrAsBISLttH^, A6W:7^fnyVtt-lf (— ftfcfcT i e 2 iBfrStL* 
) , 7^V^A#V*A7^y~>>3'J>mftS£?ii (Na, K-ATPa s e) 
, xa-n7'f7>>hgi, * yi&SLtfl I A, ^n^n-f 

• t? ljUUKV^kT?-, MHC^X I#uIC (H-2L) . H-ras, 
V-^ KwU ;/ £ -*BMfcB&6, W^^t^y^-f (TPO) > *7 
f MlgB^l* (EF-lfl) , /37 9*y, 5 5 

1*5^1^2, ^xij^aSSI^ ^n^n7';>\ Thy-1 

% ftft^n^V>, HOT^SR (VNP) , lliL?t75 KP3>#-*> K 
S^ntT^ hn^->C, ¥rt®5«7:?f-^ 7i/7nxy^7r'J>A, 
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52/ 



a (E F— l a) oyn^t-*-, t Visits? HJ pTtT-yfu*- 9- 

Aw&^Zrfc&i-zmm (—mz.9-3.*9-tm*ti2>) z^L-c^&zttf 

[0 0 5 7] 

@|fttt&^*1£DNA££U^3|:£$*&gftT-&DNA©*-/ 

#$M»> MMJj&S^RNAJ: ^<2r^<7)^?£lcJ: «?p^$tLfc^DNA?r 
S:ffllP*ffl^^l^ »t & #§1^ D N A *><E£ tt , tt&m*M% V>BW 



tbSE# 2004-3028893 
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^- V : 53/ 



£*MP»ii&«:Hr k & & #f&^ o^tt d n a t± > nMm%W}^s <omw 

m^^-h £ t «i*1-* 0 *H^©^ttDN A^tltv^iClOffiOlfrt/O 

o 

Ol&il £ ^@B1~ & £ i: «t I) "t 0^-$^*® D N A Sr i&Sfl & * "5 KSEW 
[0 0 5 8] 

*«WOiE1frDNA**-r**k MSa»W«, ^H^OjE^DNA^I&S 
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^- 9 J : 54/ 



*h7*M±. if(DDNAI*6!i#i£i:iot:ftllt4C:t#i:iSo 

ifflaa^pf £ *5 »t a #»93 dnaoissi±, *fjfentiuft»ojE^ffljisi*- ± 

K & v> X*&W wlfDNA f « i k ii % ffcffitt* o^d^T OJE^ 
Mis i Wfflo^i:*P^SDNA?:lt5 £ SrftBfc-f *« 

<o£T K#3PJ3 DNAW^c SAD N A HM^Mti:^ * 
I0 0 5 9] 

^©IfDNA^tt^^k MlWUBlWtt, ^^^SDNA^A^ 
$ * e> *LT i3 *) , ?>IE1it D N A Oftftg * H** Sit(:J;<) mm U*» 

Lxmmi-ZZttfXZZo *«9S«**DNA««»*tfflv»t, * 

ttz, MtfcMtcmm^m&tLxiu #§&w©j*#DNA«38B»itoH\ 

>/"<*K<0«f&lfi# (dominant negatived) $rflMPrf**TVl' 

tfc, *llw©^1.**1^rDNA*^g^^$■*fcl^llL»»^±^ »*tLfc#»Ho* 
4f) , ^-^w/*, ffimffi&mmmim, 9n* 

77x;^-^3/a ^>f-v>>JWff*^ *tm#ite-^-n/^-, ##£1$ 

£•] * t<o^m • * y y y#j&\z i> mm *smx$> a 0 

HJtE#2 004-3028893 



&K 2 0 0 3-0 6 4 1 9 7 *-*J I 55/ 

ifc, Ji|B2«Hw*l&WODNA|S«»*0-€-0^0?UfflRrfiltti:L"C, #1 
it If, 

ffi&s 

[0 0 6 0] 

if*3"tN wt*«fcMdi1-*!&ft©tt*ffi#*P'«* ^ 

*5&W<ODNA<B^tt»^'=>#»S*fl5ll)ffiL, «BSJ&, h'^v>4 

x<r>9>^9 , g.frimmK£ <?, at«LfcDNA<eiMBjft«>ui», -eoggsfc 



ffi|iE#2 004-3028893 
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^- *J : 56/ 



[0 0 6 1] 

(8) Jv9T*> MMfc 

( 1 ) «WWDN A**5pflMt<k**t^fc >Pi?LSbW^«> 

(3) *;i"^-> (i) «ffi®<£>&Mife, 

(4) *ii HWUft***yy«»» , C*** (l) S!2lioK»> 

(5) yyfnww*'* 9 (4) ^ismoKMfli. 

(6) *H^^)DNA^Stt'fb$*L^DNAI&a7F^t; 

(7) ^DNAT&^^-^-it^T- (tf!k Yisy-^M 

AW1-*^n*-^-oiW«IT-ef&aLd*» (6) «IB«^t HffiSL»«J 

(8) matter (6) aia«o*i: mwu»«, 

(9) yymWltyti s *??X'?$>&& (8) £|B*tf>*fc MAflJMtK fcitf 

(10) m (7) W<^itt:> WMfc*»*i5t5-U l/#*-*H*fief-©» 
m^^ffi t & C fc -T * *36lfiO D N A h 7°n * - * - fcft *<jJKI 

* it H#-f * ?>3£«> * * v - - y tns& & Utt"* Z> o 

[0 0 6 2] 



tfctiE#2 004-3028893 
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^-v: 57/ 



J: 9RDNAffi^<B-»Xtt£tt«>fiUBfc> AlDNA*#MwSfcttlWft3* 

i V)*%W<oy y?TV hDNA*Mt*LtfJ:v>. 
[0 0 6 3] 

#S&W<0DNAWffi14ft3*L;fcg|sfc hMMU (JTFs **lfiOD 
NA^^ftESiffll&ifctt^f&W^ ^7-> hES«i:i&IB1-*) 
#0fcUTfi, BWfcl-i^tMltlLKflfe^^^^MODNA^tt 

fcftSEfc-rfcJHSIHta©^ *4v>ltlacZ (p-lf?? Y =s?— tfafg?- 
) > cat (^n?A7xi3-mf*F5>^7i?-*lfif) 
£ * -iHS^&tfAl* & £ £ <t I) V *N 

**v»tti*y ^IBOW > h n>«$H=«^0*E^*fcig3**DNAK?iJ ( 
Mill po 1 yA#Jn->^^*£*) mU ^^;^/-7f-RNA 

NABB^J^^rl-^DNAil (JTF, 9-bMBr1r&) 

^B^ODNAJi*'?>vMi'?-<7)S#ODNASB^J*7 p n-7'i: LfcWWW "7* 

y 7 f-f >^^^-ft»t3«fflLfc*»W©DNAJsll^O)£flHH*ftODNAE 

3: > *IRia**.83Js J: ») #S&!H<0 D N A WfiHtS*Jx® ES«a 
TJi> «x.*^ iKrjfcOJ:^4BE^»a$*L>l:<>W*ffl^-ct £ <> Sfc&fcl Eva 
ns£Kaufma^^^mi:-CifL<«^t^tO-e^ iv\, 01*. tf, v^^ES 
HBjao*^ 3tfo Hftttfcttl 2 9^ES««JB£*v-CV>£^ 



ftlElf 2004-3028893 
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58/ 



^t,^*ES«BJj&*^-t-S4^iW-eWlx.^ C 5 7BL/6 v-i7X^C 5 
7BL/6«M^?^DBA/2 t O^iCi *)&#L£B D F i^>? 
JX (C 5 7BL/6 tDBA/2 t<DF i) *m^Xffl3.Ltzi><D%: t*i> Mf-t^ 

HUn^-C. C5 7BL/6v^^^ffi:#oOT, ^tt?r^v^T#ib tt^E S 
«&^1^7^^*£fpffiL£i:£, C 5 7BL/6v^Xt;^^n^ 
-T^, C: i: X^<Dm.Wn^ C57BL/6v-?X Hftx * - t * A 

Sfc. E S 3 . 5 B S<7)K»«rttffl1- 

i < &®L<r>wm i wn-t *>^t ire s * ° 

[0 0 6 4] 

TV»fc«5K*tL"C, lan^-eKOESiffll&S: (»5 0«) -CtStrOTN 

fle&«>*E» i *) ft "5 - ^ * * o # ■=> ft* E S M<7)3fefe«{iIEit8fco 
1 0 0 ^CD^OMflm^OP#±fflii 3 S:^^ ESI 

n = 4 0-C&&«0 KWt^a-^y^1-&-^M£Lw 0 



tb|E#2 004-3028893 



2 0 0 3-0 6 4 1 9 7 « - i> : 59/ 



«. sTowBfafi""^*^-^"^ a ~ 10000 " / ;L 

tt VVy-VV/HrTAS* (ffl«0.001~0.5%V')y>V/0.1~5*EDT 

m S 3Bm --<ff*W ;«>iK«««»*ff^ ^aBe******** 

*«,M/»«:MHKt«W« [Nature *292£, 154K, 198 
Proc. Natl. Acad. Sci. U.S.A. *78*, 7634K. 1*1* • 

* r . • 7> v ■ * ■ w " oi,_ ' * 87 

* 27H 1985*0 .;^OESm«Ht*«»«>***»»« ,D, ' A * 

^BNAWW.-^^*^'^' 1 "*-^'-'*" 1 "" 

IB|E#2 0 0 4 -3 0 2 8 8 9 3 



#M 2003-064197 



*~5> : 60/ 



VvT-i yy<9 ^-±oDNA@e^ijt, 9-vv?4 yys<9 9-\~i%mLtz 

v -7 * m%:<D*5&WV> D N A J^^ifr&H*^ d N A E^J fc £ 7? W v - 1 L 
&£-f±. afe^Fffi |hJ&& x. «fc •) % ;£S&9j ^)DNA iStt-ffc $ £ 9 

ii*^ 7»i<541»0-«IL^:$iiOD N Ag^ t 

ttHW* A£ H Kg* & JD x W ©DNA^J & OiU!llfcTM*jfc $ tLfcflflt * , 
Mill a- h*7-ofiJ5e^l"J; ^iiaitiikKJ: *)%hKZ><> ioi^i: 

■*m%<o9 y^9M<?>^7-v§kmF&®fomi£*&mL, zfLboms-frttZk 
®<d 9 y*9 %.<D**$m^-&fafe*n& i 1 a*-? § & o 

[0 0 6 6] 

x^y^^t utajftft^jt^r, mittmm&z.Ki. ^^©dnaii: 
d n a o«^r-r * itJt * & i t k <£ $ v iprcsifc d n a * 
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cum 3- Mi^^^m^'ftl-^o 
[0 0 6 7] 

> iM7;V7A^Y-i, g^ta-r^y^-v-^ IM7^7A^Y-i 

fflzm&m, mmmmm, mmmmmm. stm*? 



ttlfE#2 004-3028893 
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62/ 



I0 0 6 8] 

^ ^ i; - - y \zis^X, tftftttft KKIMfrfr* £ L &St 
S^%0±fB£Jt£#eri*i& 1 0 %&_L. 0 i L < 3 0 %J2Lh, iDffiK 

> ib fr7Ht^* *L*fl:£4fe & Steffi V» 

#jnWJLv» 0 i*stLTii, mmm. Mz-is. mm, 
mtTumm. mm*?) tvm, zz^trnmi (mx.&, mm, *m, ? 

v\£**m. 7v^|, vW>SU a-"*Bk il^s 



miE# 2004-3028893 



mSL 2 0 0 3-0 6 4 1 9 7 v I 63/ 

0 IMfc^*ePS!-5-«*ft\ (#fi60 
00mg> #i L < li&1.0~-50mg. i <90£ L < {i^l.0~20mg^i-^»o 2N£Plft 

nft-^-t *»-e-»4, mit&m<o i tic iot* 

m*Z>&, Will »<b-6**ffiW*dO^TSi*«A (#*60kgi: LT) <DT)V 
5'^'f7-tifi:g4t4t^ -BKo#^fc^£i&0.01~30mg, $f i L 
< ttiftO. l~20mg, i 0 U * L < ti^O. l~10mg£&M&ltK <t »> R#-f *©jW6F 

[0 0 6 91 

o d n a * - * - ommrx^m. l d * *> o&m^ & *l 

& o 



taf£# 2004-3028893 



#12 0 0 3-0 6 4 1 9 7 ^- v : 64/ 

— BiMKP (lacZ) , Hr#ttT^*U 7*^77 * -•tfjfrfx^tfcfi^i'? 

h v^-BiffST- (1 a cZ) tfj|Lt^4M, *%W<D* 

Vim&t&o fet, ^JxJ*. 5-7n*-4-^nD-3-'f>K l J^- ( 8 
ht?9/vK (X-g a 1) t)£5%p-ir?9 h->^— 

is tt £ Sit^lio *#WKW\ *$&E*>* w?*K4dI 

iC&fo (PBS) X-g a 1 *-&tr»!fe*^ gffi£fctt3 7t#fi 

T\ j»3 0^-*v»LlWPBIRiS**fc^ ftW^lmM EDTA/PBS 

Sf-r*LtfJ:v» 0 ffc, #ftfcfl£v», 1 acZ*3-mmRNAi«ffllT<) 

<7)Mtvx\t, *a*WK«***t*Bfc (flu ftttftft?) (flK t;v* 

^jt^o io*4ffitL"r»±. («x.tf, mm> v>bl £At 
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65/ 



o 

[0 0 7 0] 

O D N A 7n * - * HStt fcflB* * tt B#"f * *fc£4fe $ 14 

^7 > ^y-->^?*T*#ibtL^fc^t^(4-?-ojg ; Sr^-r^)^(±, mie 

*-*\ *=r, n*ftr^-r^vit/6 s -e§^o 

<k^«rSP4£#1-*^ HKWfcJftA (#m60kgtUT) or^^Mv- 
#§Jfe#fc*5v»-C*4 % — B^o§^b^*j^0.1~100mg> t < {4#jl.0~50m 

(0 1 @i£-»{4&-5-*hgU JkWUfeft^^KioT****^ 08*. I** **93«> 
D N A * :/ n - * - f&tt * a«Fl" -5 * fc^lfe £ <&»l3i#J& A (# 

&j0.01~30mg, S L < (4&0.1~20mg. 4 L < tt#&0.1~10n«&»R&it 
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tit-is, 

[0 0 7 1] 

^wnwfcfcv^ aai^T^yaift^Srifr^-c^-rsti^ iupac-iubco 

mission on Biochemical Nomenclature &lfr£ab*v»tt*!5R4HEFfci3»tS 



DNA 




cDNA 


: ttw&r** s svtfmm. 


A 


: 7f-> 


T 




G 


: yr-y 


C 


: v b v > 


RNA 


: U « 


mRNA 


: *?-tev5> 


d ATP 


: r** a sTTJ y>H'J > 


dTTP 


: 7*^-yf5^>=V >^ 


dGTP 
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dCTP 




ATP 


: TtV ->>=V yWi 


EDTA 




SDS 




G 1 y 


: v> 


A 1 a 


: 75-> 


Va 1 


: > 


Leu 


: n^fvv 


I 1 e 




S e r 


: -ty > 


Th r 




Cy s 




Me t 




G 1 u 


: < >m 


Asp 


: TTs^y^yWi 


L y s 


: >; v> 


A r g 


: T)V3f=.y 


H i s 




P h e 




Ty r 


: fn^> 


T r p 




Pro 


: -fu ij > 


A s n 


: t xs*? *?y 


G 1 n 


: 5 > 


p G 1 u 




Sec 


! -fe W y (selenocysteine) 



[0 0 7 2] 
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Me : 

E t : if^i 

B u : "/f-JUt 

Ph : 7x-jH 

TC :fr/'J^>-4 (R) Ki 

Tos ; 

CHO 

B z l : '^v^V 

Cl2-Bzl : 2, 6-^nn/<^ 

Bom : 

Ci— z ; 2-^nn'?>"?w^ , >*W-* 

Br-Z ; 2-7 , n^^>y>t^rv*;V'f-iV 

Boc : t-yh^r'>*^-^ 

DNP :^fn7i^ 

T r t : b 'J f-* 

Bum : t-ZV^v^f^ 

Fmoc : N- 9 h*v#;v**-^ 

HOBt : i-tFn+y^>XhU7/-^ 

HO OB t : 3, Kn-3-H Kn+">- 4 

1,2, S-^^/F'JTv^ 

HONB : 1-t: Kn*$'-5-//MOl>*:'-2,3-S>*A'#*W 5 F 

DCC : N, N' -yy^nA^fv-il/^M"^? K 



[0 0 7 3] 

CI* >;^^7 5 7WJ^to 

C@fi?iJ#-t : 2 ] 
CI? w<^K*3- KI-^DNA^ig^lfi^J^^o 
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mntt : 3 3 

Mtm 3 -efflv^ ti£racefll7°7 4 -?-(0M.&mm*7Ft o 
C@a?iJ#-t : 4 3 

3 T-JS v> ib ttfcnested raceffl 7° 9 v- WJgSIS^J £^1"o 

3 Trffl v>£> *l£ 7° 9 4 v - £>i&^BE?iJ 5: ^1"o 

C@a»-t : 6 3 

3 -eJB v> <b *Lfc 7*9 -f v - ott£6B?!l * jp1"o 

raft: 7 3 
Hi&$J 3 -effl v> tut 7° 9 v - OfflafeBHFiJ *1"o 

CBByiJ«-: 8 3 
^ESS-OT 3 Tffl v > £> *Lfc 7° 7 -f "7 - <DW&Wffl *7Fi~° 

VBffllft: 9 3 

Hife^ll 3 T'ffl v> ^tfc 7° 9 4 -7 - e>gti£is?ii * ^-to 
ra#-^: i 0 3 

[0 0 7 41 

^^/Il37-r/3- h 24^7*1'- h (SUMILON) OT-170CD9 y b (B 
i lomULtz? v Y ttftttH A *B27-^Neurobasal^Afe 
(NB« : GIBC0) Lfc^ 253fffi/wel lTi#« L3 B Lfz 0 ( i) 

Ji|E*^J»^*klWWei00nMfcft* » (Tnc) *r*inU (ii 

) ±fB^#M^W^S2nMi:^3J:^^7 p v^¥> (Thap) **iJllU f 
fcli (iii) ±»**IHJfc** ^3-^t#4«f^B27#MIElHHfC2HJjf»3! 
SILfc^ 3n4li**J:^2-7**4r">^3-^ (2DG) fc^illU -tH^tU, 8 
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teXVUVfrfflm-MMZ SRNeasy Mini kit (*ry>) *ffiv»T$l8^3l£* 
fcftntotal RNA^ttmtfco WJWfcLT±|BW«j (The, Thapis i. XJP2DG) Oft 

&4Hi*%]iiiL£IU& (^J^SnM) *JBv»fc 0 

Toligonucleotide microarray (Rat Genome U34A; Affymetrix1±) &ffiv>Ti& 

Hlfc^ftfi, Affymetrixtfctf>IUfc#9l§1i (Expression analysis technical 
manual) KfEofco ^^JT^J^t L^mt^aolffl^Ojt^l&ilprof ile 
fcJfctfctfciS*, GeneBankNo. 170665**, M'**!* C±I5 (i) x 

(ii) jSitf (iii) 3 KJ^fWCilLTV^ (*1) o 
[0 0 7 5] 

[f£l] 





3.00 




0.66 


y^*J-?-f*»ipl]£|[8B#flI]& 


2.81 


*»i*8i*ia« 


1.12 


y-*T>rv>j»24B#Pifi& 


3.63 


#»J*24I$IB& 


0.97 




8.77 


iBW*4B#mfc 


1.22 


9.65 


#jw2S8h#h& 


1.18 


^>*-^>JW»24l*|HKfe 


7.56 


iE*Q&24i$nfl& 


1.57 


2DG^P4B#r B m 


16.71 




1.26 


2DG^AP8B#^^ 


15.11 




0.59 


2DGSS*P24^H^ 


14.55 


Ml&24l»n!ft 


1.15 



"ite^^^gl*. oligonucleotide microarray^^jb^tB^tlfc 



[0 0 7 6] 

mm 2 

iMfcfrx h fcj: Ij f&Sftil L fcGeneBank No. 170665<D3£S£ jST^n^f 



tt51flE# 2004-3028893 



* 



tfrm 2003-064197 



^-v> : 71/ 



*ttm Yv^mM&imiffumm (gibco) km 

257Jffl/well-C#aUHM**bfe 0 *»»«25/*Mi:4 

tok, mm**) total RNA^amt, jMfj««f*tf*ofc. *h&ki*/?75 

4 YX'MffliL?zfflm.X^ GeneBankNo. 170665<D§m^jCM LX^tz (0:2) 0 
[0 0 7 7] 



tm%L4mm'& 184 
^n^mmmmm 6.99 
?Hn*8i*Mifc 1.51 

PTSP^K$IJ^24B#Pb1^ 4.40 

agHafc24B*Ma LZ6 

"jifeT oligonucleotide microarray^f§^#&tt}$*l£: 
presence^^fc^Sl^fi^ife^ltLT^^bLfco 

[0 0 7 8] 



( 1 ) GenBank No. AI170665K*te>-r & h * A'V n^OWJg 
GenBank No. AI013865 &-£tr 7 ? MB?!l * P^T £ B ft t L T > 9 y V cDNA£ 
i: LTrace^o racefficDNAti&T O «t 9 L7t 0 

0nMfc**J:dy-*^'f"»**lraU SfeK2UMM«Lfclk IS0GEN (- 
£ffiv>-CtotalRNA£®JRU £<-b(C^MACS mRNA Isolation Kit 
(Miltenyi Biotec) *JBv>polyA RNA*ffi*Lfco iORNA*«Hat LT^ SMART 
RACE cDNA Amplification Kit (^^f^) fcffiV^TraceflJcDNA&'frjSU 
££>IC, dcDcDNAfcfliii: LTGenBank No. AI013865«:S^iiL^raceffi7'7 
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fv- (@S^IJ#-^: 3) *fflv^5'racei5J:y f nestffirace7'7-f v- (@2£iJ#-^ I 
4) t?nested raceSr^ofco #<b*i£racej^£pCR4-T0P0 U>f>Dyx> 
) 7 -f y- -> a *JMDH5 a (T0Y0B0) £3&®$g& Lfco # 6 ftfc 3 D 

^7^9 -fv- (SB^J#-f-: 5^iW^J#-^: 6) iJiTOaffcLTEx 
Taq (TAKARA) £fflv>T N JTF© (1) - (3) ©*#-CPCR*fT*v» % #^lft&PC 

(1) 96*C 1# 

(2) 96t: 15#-60t: 10#-72t: 3#£30® 

(3) 72V 5ft 

i^PCRBlfc+oafeJfiExoSAP-IT (7vytA7?;Wy7) £J:$4WPM& 
itt^rT V/l""- h £ LTBigDye Terminator Cycle Sequencing Ready React io 
n (ABI) ^m^Xiz-^y^WJit^i^, is—ir > 7. WSa £3100 Genetic ana 
lyzer (ABI) TflHfrLfco »fe#t*Sa^***n5>-tft5|?Lfefc MGC4504 
(Genbank Accession No. BC019625) tM^ifem&ZftLX^tZo tfz, -tl/7 
Ktt L&m Zft o hCT30212 i: v> ? tiBBIEWftl t 
ratt**L-CV^ 0 Z.<Dm%*&%tf%> fcMGC4504{ihCT30212U^-t-l>0RFOC 

Ja±Oig* i >9 , GenBank No. AI013865W Hht^VD ^{ihCT30212T?&£ t 
#x., hCT30212flO0RFO?n-^^£l£*£ o 
( 2 ) hCT30212<7)0RF? n - - y 7 

t h^»TOMSK-N-ASm (ATCCi *)BX) K*ifcMW500iiMfc** J: •? * 
^vjy-^V^inU 8l$HH&*Lfco ISOGEN (.=iy#>v*-^) £ 

fflv^Ttotal RNA£»ffiL£o *»fc*Lfctotal RNASrilS t LTRNA PCR kit (TAK 
ARA) S:fflv»Tj!ME¥^*fTftofc 0 hCT302120RF^«O/S*^ ^^9^*7 
- 7J3J:U f @E?iJ#-S§-: 8) fc, **tttPfu' turbo Ul>7^y 

-» *Jflv\ JBLTO (1) ~ (5) <0&ttT?PCR«:fr&v\ «f*»*PCR]S»4:» 

(1) 95*0 30# 

(2) 95t: 10#-68t: 10#-72'C 2#£3Isl 
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(3) 95*0 10^-66TC 10#-72'C 2^*3® 

(4) 95*0 10^-64*0 10#-72t: 2#&3[U 

(5) 95r 10f^-62t: 10#-72*C 2^«r35HI 
(5) 72T; 5fr 

# ib frfcPCRjt^ £> pcDNA3. 1/V5-His T0P0 (-f > fcT > n ^ * >) ^ D 

9 43«fcr>WJ#-f-: 1 0) J3 J; XFj$M £ L TExTaq (TAKARA) tffl^TP 
CRfcfr*^ FCR£»*f#fco £WPCRg»*©3feR*ExoSAP-IT (7vyU7 
7 ;l/7-/7) tri CltL^T-V/V- b t LTBigDye Terminator Cycl 

e Sequenc in Ready Reaction (ABI) iM^ri/-* >*RJS£fT : y-*r 
^*jg%£3100 Genetic analyzer (ABI) Ttfftf Lite %h^tzMMWM (@£?!l 
2) ttthCT30212rtO<BeB0RFt**(5-t*264fiOT5 /fflffiW (@e»"t 
: i) #a-KSnT*0, R7 5/»Ky«S:-£#1-**>><**S^ CI* w< 

CUi, k: bT*^£*tTV>&>ra* W^®MGC4504 (Genbank No. BC019625 

) 75 y^*5«to f ^P^;vt-84%^i^tt^-fo 

[0 0 7 9] 



K#l#^: 2^££:K.*tt*Ry!l«:'S'tr79*3 KS:Cl-pcDNA3. 1/V5-His TOP 
0, Z<7)-fyX< Kfc^&^RtfJfcttfcEscherichia coli DH5 a /Cl-pcDNA3. 1/ 

vs-Hi s topo t % M'tifit* Ltz 0 £ mmmm- l tz&, quage 

N plasmid midi kit (+7^^) StAI^T'** * -fcEPRLfco ^OClitfS^H 
-fcNucleofector (AMAXA) £ffiv\ SK-N-ASHBlia^K#AbfCo **HB 
1 1 TpcDNA3. 1 W> tf h n y i » £SK-N-AS«^&®SA L£ Q 
#SS*A«* * 965*71.'- b (IWAKI) ^7500® 

aftJtT^Jn U 1 H * f ±2 B BUS* L«5B 4 BHV L . «7E K# ? 

DNASJtr£> CELL DEATH DETECTION ELISA PLUS kit (Dr>a) fcJBHfcffl Ltz 



£Jfc«4 
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pcDM3.1^WSASK--N-AS,« (fchMJfe) fcftJRLT, Clil^^K^A^ffl 
[0 0 8 0] 

, TW"C*-m (flu mmtkrw^-v-fc ^ttr^7^'fv-i 1 

I0 0 8 1] 

SEQUENCE LISTING 

<110> Takeda Chemical Industries, Ltd. 

<120> Novel protein and its DNA 

<130> B03073 

<160> 10 

<210> 1 

<211> 264 

<212> PRT 
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<213> Human 
<400> 1 

Met Gly Gly Ala Gin Leu Glu Leu Pro Ser Gly Ala Arg Pro Gly Val 

5 10 15 

Cys Val Arg Arg Ser Phe Arg Ala His Ala Gly Asp Gin Pro Arg Arg 

20 25 30 

Pro Pro Gly Pro He Pro Val Pro Gly Thr Met Lys Gin Glu Ser Ala 

35 40 45 

Ala Pro Asn Thr Pro Pro Thr Ser Gin Ser Pro Thr Pro Ser Ala Gin 

50 55 60 

Phe Pro Arg Asn Asp Gly Asp Pro Gin Ala Leu Trp He Phe Gly Tyr 
65 70 75 80 

Gly Ser Leu Val Trp Arg Pro Asp Phe Ala Tyr Ser Asp Ser Arg Val 

85 90 95 

Gly Phe Val Arg Gly Tyr Ser Arg Arg Phe Trp Gin Gly Asp Thr Phe 

100 105 110 

His Arg Gly Ser Asp Lys Met Pro Gly Arg Val Val Thr Leu Leu Glu 

115 120 125 

Asp His Glu Gly Cys Thr Trp Gly Val Ala Tyr Gin Val Gin Gly Glu 

130 135 140 

Gin Val Ser Lys Ala Leu Lys Tyr Leu Asn Val Arg Glu Ala Val Leu 
145 150 155 160 

Gly Gly Tyr Asp Thr Lys Glu Val Thr Phe Tyr Pro Gin Asp Ala Pro 

165 170 175 

Asp Gin Pro Leu Lys Ala Leu Ala Tyr Val Ala Thr Pro Gin Asn Pro 

180 185 190 

Gly Tyr Leu Gly Pro Ala Pro Glu Glu Ala He Ala Thr Gin He Leu 

195 200 205 

Ala Cys Arg Gly Phe Ser Gly His Asn Leu Glu Tyr Leu Leu Arg Leu 
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210 215 220 

Ala Asp Phe Met Gin Leu Cys Gly Pro Gin Ala Gin Asp Glu His Leu 
225 230 235 240 

Ala Ala He Val Asp Ala Val Gly Thr Met Leu Pro Cys Phe Cys Pro 

245 250 255 

Thr Glu Gin Ala Leu Ala Leu Val 
260 

<210> 2 
<211> 792 
<212> DNA 
<213> Human 
<400> 2 

atggggggcg ctcagctgga gctaccgagc ggtgccaggc caggtgtgtg cgtccgtcgg 
tctttccgtg cccacgccgg agaccagccc cggaggccgc ctgggcctat ccctgtgcca 
ggcaccatga agcaggagtc tgcagccccg aacaccccgc ccacctcgca gtcccctacg 
ccgtccgctc agttcccccg aaacgacggc gaccctcaag cgctgtggat tttcgggtac 
ggctccctgg tgtggaggcc cgacttcgcc tacagcgaca gccgtgtggg cttcgtgcgc 
ggctacagcc gccgtttctg gcagggagac accttccatc ggggcagcga caagatgcct 
ggccgtgtgg tgacgctcct tgaagatcat gagggctgca cttggggcgt ggcataccaa 
gtgcaagggg agcaggtaag caaggccctg aagtacctga atgtgcgaga ggcagtgctt 
ggtggctacg ataccaagga ggtcaccttc tatccccaag atgctcctga ccaaccactg 
aaggcattgg cctatgtggc caccccacag aaccctggtt acctgggccc tgcgcctgaa 
gaggccattg ccacgcagat cctggcctgc cggggcttct ccggccacaa ccttgaatac 
ttgctgcgtc tggcagactt catgcagctc tgtgggcctc aggcgcagga cgagcacctg 
gcagccatcg tggacgctgt gggcaccatg ttgccctgct tctgccccac cgagcaggct 
ctggcgctgg tg 

<210> 3 
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60 
120 
180 
240 
300 
360 
420 
480 
540 
600 
660 
720 
780 
792 



# 



# 
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<211> 18 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 3 

ggcaggggta taagacac 18 

<210> 4 
<211> 19 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 4 

acccgccatg ccttctcag 19 

<210> 5 
<211> 24 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 5 

cgccagggtt ttcccagtca cgac 24 

<210> 6 
<211> 27 
<212> DNA 
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<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 6 

agcggataac aatttcacac aggaaac 

<210> 7 
<211> 30 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 7 

gccatggggg gcgctcagct ggagctaccg 

<210> 8 
<211> 26 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 8 

tcacaccagc gccagagcct gctcgg 

<210> 9 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 
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<223> Primer 
<400> 9 

taatacgact cactataggg 20 

<210> 10 
<211> 18 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 10 

tagaaggcac agtcgagg 18 

[01] 7-*v^y >^J^24B#Km(*^tt^^te<ODNA«)Br*«r0D405-492 
- O - ti*tM*BJ& K £Ut & DNAiSJ if * £ , - □ - tiCl mi^%M A*fflJ& * 
[02] ymmmm&KtS V&mi&<WN&)WX £0D405-492 

- o - iw mmm. i~ *s tt *dna-so ®rs * > - □ - ^cim^Mn^xmm k * it 
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